The outstanding study by Zelano et al. recently published in this Journal provides further evidence that patients with otherwise unexplained late-onset seizures should be deemed to be at increased risk of a subsequent stroke [1] . The results of this nationwide register-based investigation are consistent with those of three previous population-based cohort studies [2] , and suggest that unexplained late-onset seizures can be considered a biomarker of cerebrovascular disease and a risk factor for clinically overt stroke. The main hypothesis put forward is that these seizures are the first clinical manifestation of an underlying occult cerebrovascular disease, which will later manifest with a clinically overt stroke.
Several antiepileptic drugs (AEDs) have been demonstrated to exert negative effects on surrogate markers of vascular risk, for instance by increasing cholesterol levels or increasing the carotid artery intima-media thickness [3] . Although the clinical relevance of these effects remains to be established [4] , when treating patients with unexplained late-onset epilepsy, it seems reasonable to prefer AEDs devoid of detrimental metabolic effects [5] .
In unexplained late-onset epilepsy the coexisting underlying cerebrovascular disease and the use of antiepileptic drugs (AEDs) with detrimental metabolic effects are interwoven to the point that assessing their own contribute to the overall risk of stroke would be like solving a gordian knot.
On the one hand, it's reasonable to hypothesize that, when used in unexplained late-onset epilepsy, such drugs may play a synergistic effect with the underlying cerebrovascular disease resulting in a further increased risk of stroke (Fig. 1A) [2, 5] . On the other hand, it's also possible that -contrary to the prevailing view -in some cases, the cause underlying the unexplained seizures is unrelated to cerebrovascular disease: the seizures might for instance be the consequence of age-related changes in cortical excitability due to neuronal loss and initial cortical atrophy [6] . Late-stage Alzheimer's disease is a well-known cause of epilepsy in the elderly [7] ; however, it is possible that -like cerebrovascular disease -also neurodegenerative disorders and epileptic seizures/ epilepsy have a bidirectional relation and in some cases, late-onset unexplained epileptic seizures might be the clinical manifestation of an underlying occult neurodegenerative process responsible for an imbalance between excitatory and inhibitory pathways. In patients with late-onset seizures unrelated to an occult cerebrovascular disease, the use of AEDs with negative metabolic effects would thus play a major role in determining the risk of subsequent stroke (Fig. 1B) .
When considering the results of epidemiological studies assessing a relationship between late-onset seizures and the subsequent cerebrovascular risk it's important to consider the role of AEDs. Further studies should address this issue and evaluate whether and to what extent the use of AEDs with detrimental metabolic effects may represent a possible source of confounding affecting the risk of a subsequent stroke in patients with unexplained late-onset epilepsy. Additional research should also assess a possible association between unexplained late-onset seizures and the risk of a subsequent Alzheimer's disease, and test the hypothesis that this kind of seizures are a biomarker of an underlying occult neurodegenerative process.
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